Brescia, 15 aprile 2011
m LA COMPLESSI TAd I N GERI AT

LA COMPLESSI
IN PSICOGERIATRIA

Angelo Bianchetti






ASSOCIAZIONE
ITALIANA
PSICOGERIATRIA

n

TGP

. =
.y

e > T R — g g it
A =N 4 - TIPSR T
\ ki
5

T
[

11° CONGRESSO NAZIONALE

Gardone Riviera (BS), 7-9 Aprile 2011




17.30-19.30

SIMPOSIO
Presiede e introduce: Elvezio Pirfo (Torino)

Medicina narrativa e medicina delle evidenze:
limmagine della complessita

e La medicina narrativa
Giorgio Bert [Torino)

e Alla ricerca di una cultura delle complessita
Gian Franco Gensini [Firenze)

e La cura nella post-modernita
Leonardo Fabbri (Modena)

* Una sintesi per lAIP
[ uigi Ferrannini (Genoval



AUSO DELLA NARRAZIONE COME
STRUMENTO NELLA PRATICA
MEDICA LA NARRAZIONE AIUTA
AD ESPLORARE LA
COMPLESSI TA®S

ANON EO®6 SPONTANEI SM
SEMPLI CE RACCONTOE®

AE®O UNA TECNI CA CHE
APPRENDE, NON EB®b
SPONTANEISMO

(G Bert)



LA COMPLESSITA'
IN MEDICINA

IL GENOMA
IL PAZIENTE
LA PROFESSIONE DEL MEDICO
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Thegenotypeof an organism is the set of genes possessed by an individual organism.
Thephenotypeis observable physical characteristics of an organism.

Genetic Molecular Biochemical
Information — Structure ™ Function s SYMptoms
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DIAGRAMMA DELLA COMPLESSITA

Grado di accordo

Basso Zona della complessita

Caotico

Piani di massima, specificazioni minime,
regole semplici
Azioni multiple
Sperimentazioni e sintonizzazione di sis
Ascolto delbrganizzazione informale
Usare lintuizione e cavarsela
Dividere in settori
Metafore
Porre buone domande

Scansione
per modelli

Pianificazio
e e Controllo
Regolazion

Alto  Semplice \
Alto Basso
Grado di certezza



Sistemi adattativi complessi

Invece di tentare di ridurre la complessita del reale in modelli semplici, e
preferibile identificare semplici regole che possono produrre
comportamenti complessi

Il primo uccello di uno stormo (flock of birds) non comanda gli altri
uccelli che si comportano sulla base di tre semplici regole,
basandosi sulla posizione e la velocita degli uccelli vicini



La DECISIONE CLINICA implica:

A La stima della probabilita della malattia
A La sua prognosi
A Lésistenza di ulteriori elementi clinici
Lautilita e gli effetti avversi di possibili trattamenti

A La loro accettabilita da parte del malato



Le decisioni cliniche risultano dall'integrazione tra
I'esperienza del medico e

I'utilizzo coscienzioso, esplicito e giudizioso delle
migliori evidenze scientifiche  disponibili,

mediate dalle preferenze del paziente






ASSOCIAZIONE ITALIANA DI PSICOGERIATRIA
GARDONE 7 APRILE 2011

COPD, CHRONIC CO-MORBIDITES AND
COMPREHENSIVE APPROACH TO THE
COMPLEX PATIENT
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Clinica di Mal attie dell 6AppPp
Universita degli Studi di Modena e Reggio Emilia
Azienda Ospedaliero -Universitaria - Policlinico di Modena



COPD, CHRONIC CO-MORBIDITES AND
COMPREHENSIVE APPROACH TO THE
COMPLEX PATIENT

Smoking, COPD, lung and systemic inflammation
Complex chronic comorbidities of COPD
Lung function and diabetes
COPD and diabetes

Future guidelines for COPD and chronic diseases

Gardone 7 Aprile 2011



ALA COMPLESSI TA
COMPLESSI TAO® D
MALATO/MALATTIA,
TERAPIA/TERAPAUTA,
STRUMENTI/LUOGHI DI CURA

A LE INTERAZIONI SONO DINAMICHE E
LOOUTPUT (LA DECI SI ONE
E0O PREVEDI BILE SULLA BA
STANDARD, MA SEGUE COMUNQUE
COMPORTAMENTI PREVEDIBILI (IL VOLO
DEGLI UCCELLI)

A LO SFORZO DI ANALIZZARE LA
COMPLESSI TAO CON LE SUE
ALTRIMENTI SI ANALSIZZA LA
hNCOMPLI CATEZZAO

0O DELLA M
ELLA | NTE




Futuro delle terapie
e terapie del futuro

Gardone Riviera (BS), giovedi 7 aprile 2011
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SOCIETA ITALANA

Societa Italiana di Gerontologia e Geriatria Bl Sl
U.O. Alzheimer - Centro per la Memoria
IRCCS, Centro S.Giovanni di Dio - Fatebenefratelli,

Brescia 3
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Figure: Drug development in Alzheimer’s disease
Drugs being investigated for Alzheimer's disease therapy, reported according to the most advanced phase of study and main therapeutic properties (including data from studies in vitro and animal
models). AB=amyloid B. BBS1=anti- B-site antibodies. BDNF=brain-derived neurotrophic factor. EGCg=epigallocatechin-3-gallate. IVIg=intravenous immunoglobulin. LMT=leuco-methylthioninium.

MTC=methylthioninium chloride. NGF=nerve growth factor. NGXsc=NGX series compounds. PUFAs=polyunsaturated fatty acids. GSM=y-secretase modulator. RCT=randomised controlled trial. *RCTs
in Alzheimer's disease not ongoing. tDrugs approved for the treatment of Alzheimer's disease.

Lancet Nevrol 2010; 9: 702-16




The Journal of Nutrition, Health & Aging©

Volume 14, Number 4, 2000

JNHA: CLINICAL TRIALS AND AGING

THE POTENTIAL AND LIMITS FOR CLINICAL TRIALS FOR EARLY
ALZHEIMER'S DISEASE AND SOME RECOMMENDATIONS

L.S. SCHNEIDER

Table 2

Model criteria and methods for phase II drug development trials for early or prodromal AD

Characteristic

Recommendation

Rationale

Experimental intervention (e.g., drug,
antibody, psychotherapeutic,
environmental)

Participant inclusion criteria
Exclusion criteria

Methods

Durations

Primary outcome

Secondary Quicome

Statistics

Appropriate for MCL, early AD. and non-dementia patients
who may not progress or may improve in their symptoms

Epig ™ described (6). repeated
memory assessments over several wedtw Trial should include
biomarkers as stratification variables.

palgment in activities of dailuds

o or dementia

Multicenter, rand
Randomization
Based on expected dTh _Brief for symptomatic effects
over 2 yvears for attenuation of progression
Cognitive outcomes emphasizing memory function, different
from tests used for early AD diagnosis

CGIC, self-, informant- and clinician-rated, health-related Qol.

. double-blinded, placebo-controlled trial.

Analysis based on stratification, repeated assessments of cognitive
change over course of trial.

av be stratified by biomarker or cognitive severity

Expect effectiveness over brief period. should be substantially safe
considering participants have few symptoms, slow progression

The need to rely on episodic memory impairment makes diagnosis
dependent on actuarial tests. Repeated testing is needed to gain
reliability in the diagnosis.

Without these or similar criteria many would fulfill criteria for probable
AD. Operationalization may be difficult

wled to control for various known and unknown sources of bias

tents with early AD are likely to show less change over time than
mild ADD patients

Early AD primarily defined by episodic memory impairment in the
absence of many other symptoms

Because ADLs are not likely to be impaired., and patients and informants
notice impairment, self- and observer-rated global assessments and
health-related QoL ratings are needed to assess further clinical
significance

Assess outcomes based on biomarker status: repeated measures of
cognitive outcomes to enhance precision and describe treatment effects




NOTE: This guidance replaces NICE technology appraisal guidance 111
issued in November 2006 (amended September 2007, August 2009).

The review and re-appraisal of donepezil, galantamine, rivastigmine and

memantine for the treatment of Alzheimer's disease has resulted in a change

in the guidance. Specifically:

¢ donepezil, galantamine and rivastigmine are now recommended as options
for managing mild as well as moderate Alzheimer’s disease, and

¢ memantine is now recommended as an option for managing moderate
Alzheimer’s disease for people who cannot take AChE inhibitors, and as an

option for managing severe Alzheimer’s disease.

Appraisal: A decision-making process (Appraisal (decision analysis) - a decision method )
Appraisal: A judgment or assessment of the value of something, especially a formal one.

Option: One of the choices which can be made



Long-term effects of the concomitant use of
memantine with cholinesterase inhibition in
Alzheimer disease

O L Lopez, J T Becker, A S Wahed, J Saxton, R A Sweet, D A Wolk, W Klunk
and S T DeKosky
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Figure 2 Time to nursing home admission in Cohort 1. ChEls,
cholinesterase inhibitors.
JNNP 2009



CLINICAL TRIALS

SECTION EDITOR: IRA SHOULSON, MD

ONLINE FIRST

Lack of Evidence for the Efficacy of Memantine

in Mild Alzheimer Disease

Lon 5. Schneidd

Objective: W
dence for mem
ease (AD). Me
and Europe fo
nosed if a patig
(MMSE) score

e directly assessed the clinical trials” evi-
antine’s efficacy in mild Alzheimer dis-
nantine is indicated in the United States
" moderate to severe AD, which is diag-
nt has a Mini-Mental State Examination
of less than 15 or less than 20, respec-

tively. Yet memantine is very frequently prescribed for

mild AD and o
facturer-spons
mild AD.

hild cognitive impairment, and a manu-
pred meta-analysis claimed its efficacy in

Data Sources, Study Selection, and Data

Extraction: M
istries, present)

inufacturer-sponsored meta-analyses, reg-
ations, and publications were systemati-

cally searched fi
group clinical
to moderate

r randomized placebo-controlled, parallel-
rials of memantine in patients with mild
D. The trials’ characteristics and out-

r. MD. MS; Karen 5. Dagerman, MS5; Julian P. T. Higgins. PhD; Rupert McShane, MD

comes were extracted by one reviewer and checked by
another. Meta-pnalyses were performed as inverse vari-

MMSE scores of 10-19). There were no sighificant dif-
ferences between memantine and placebo pn any out-
come for patients with mild AD, either withjin any trial
or when data were combined: mean differencds (95% con-
fidence intervals [Cls]) on the Alzheimer
sessment Scale—cognitive subscale (ADAS-cpg), the Cli-
nician’s Interview-Based Impression of Change plus
caregiver’s input ( CIBIC-plus). the Alzheimer|Disease Co-
operative Study—activities of daily living (4ADCS-ADL)
scale, and the Neuropsychiatric Inventory (NPI) were
—-0.17 (95% CI, -1.60 to 1.26), —0.09 (95% (1, -0.30 to
0.12), 0.62 (95% CI, -1.64 to 2.71), and 0.09 (95% CI,
-2.11 to 2.29), respectively. For patients with moderate
AD, there were small differences on the ADAS-cog and
the CIBIC-plus, -1.33 (95% CI, -2.28 to -0.3§) and -0.16
(95% CI, -0.32 to 0.00), respectively, but no differences
on the ADCS-ADL scale (—0.57 [95% CI, -1.F5 to 0.60])
or the NPT (0.25 [95% CI, -1.48 to 1.99]).

ance—weighted averages of mean differences using fixed-
effects models. Summary results for patients with mild
AD were obtained by contrasting the summary results for
patients with mild or moderate AD with the summary
results for the subset of patients with moderate AD.

Data Synthesis: Three trials were identified that in-
cluded 431 patients with mild AD (ie, with MMSE scores
of 20-23) and 697 patients with moderate AD (ie, with

Conclusions: Despite its frequent off-label use, evi-
dence is lacking for a benefit of memantine in mild AD,
and there is meager evidence for its efficacy in moderate
AD. Prospective trials are needed to further assess the po-
tential for efficacy of memantine either alone or added
to cholinesterase inhibitors in mild and moderate AD.

Arch Neurol. Published online April 11, 2011.
doi:10.1001/archneurol.2011.69




